Introduction: Idiopathic systemic capillary leak syndrome (ISCLS) is rarely seen, and presents with recurrent episodes of hypotension, shock, hemoconcentration, and hypoproteinemia. The main pathology is the dysfunction of the vascular endothelium, and it is characterized by an increase of capillary permeability that is accompanied by the loss of intravascular fluid and protein.
Introduction
Idiopathic systemic capillary leak syndrome (ISCLS) or Clarkson's Disease is a rare and systemic disease, which affects the entire vascular system (1) . The triad of hypotension, hemoconcentration, and hypoalbuminemia is highly suggestive of the diagnosis (1) (2) (3) . It may be difficult to differentiate ISCLS from sepsis, toxic shock syndrome, anaphylaxis, and drug reactions, especially during the acute phase (3) . An early diagnosis may prevent overtreatment and may lead to an effective therapy.
Case Presentation
A 58-year-old female presented with syncope at the Istanbul American hospital emergency department on September 21, 2012. Her symptoms, which were present for the past two days, included fatigue, diarrhea, swollen legs, and leg pain. The patient was conscious, sweaty, anxious, and pale. Her arterial blood pressure (ABP) was 80/40 mmHg, pulse rate was 118/minute with a regular rhythm, and her body temperature was 37.2 C. Heart sounds did not reveal any abnormality, the respiratory rate was slightly higher (28/minute), and pulmonary auscultation was normal. She complained of muscular pain during palpation of the leg muscles. She had bilateral lower limb edema. The laboratory analysis revealed high hemoglobin and hematocrit levels. A thorax computed tomography (CT) scan did not reveal any abnormalities, and echocardiography revealed a hyperkinetic heart but there was no wall distress. Two hours after her admission, the patient's general condition deteriorated. Hypotension was augmented and anuria ensued. She was followed up at the ICU with intensive hydration. Enoxaparine sodium 40 mg sc BID and oral acetylsalicylic acid tablet 300 mg were started. Abdominal ultrasonography showed two gallstones of 2 cm in diameter and a left kidney stone of 1.5 cm in diameter. Urinalysis showed 20 -30 leucocytes in every microscopic area. Intravenous Levofloxacin 500 mg/day was thus added to the treatment. Her urine culture showed 100.000 CFU Eschericia Coli, but a hemoculture and throat culture were negative. The initial laboratory tests are presented in Table 1 . Protein electrophoresis showed only alpha-2 increase. On the second day, her blood pressure and pulse stabilized, and intravenous isotonic sodium therapy was continued. On day four, neuropathy in the limbs developed and electromyographic evaluation of lower extremities showed a bilateral axonal injury of the fibular nerve. Intravenous methyl-prednisolone, tramadol hydrochloride tablets, and alpha-lipoic-acid tablets were commenced. With intensive hydration therapy, antibiotic treatment, and neuropathy treatment, the general condition of the patient stabilized and she was able to walk 10 days after the onset of the symptoms. She was discharged on the 15th day with Alpha-lipoic acid tab 2 × 600 mg, terbutaline tab 5 mg/day, Teophylline tab 400 mg/day, and Tramadol hydrochlorur tab 150 mg/day. She is still being treated with IV Immunoglobulin therapy in the 27th month. 
Discussion
Idiopathic systemic capillary leak syndrome (ISCLS) is a rare disorder which was first described by Clarkson in 1960 (1). In the past 54 years, around 150 cases have been diagnosed (2). The main symptoms of ISCLS are hypotension or shock, hemoconcentration, and hypoalbuminemia due to a sudden shift of fluid and macromolecules from the intravascular space to the interstitial space (2, 3).
The patient in our case showed signs of shock, acute renal failure, hemoconcentration and hypoalbuminemia without proteinuria, and edema during presentation. These findings are suggestive of ISCLS. It is necessary to exclude anaphylaxis, sepsis, septic shock, toxic shock syndrome, hereditary angioedema, and drug reactions for an ISCLS diagnosis (4, 5) . She had a prodromal period of two days, which presented with weakness, leg pain, and diarrhea. Her medical history was lacking any signs or symptoms of a disease. A monoclonal gammopathy is reported in the majority of ISCLS patients and supports the diagnosis. Nevertheless, we did not find monoclonal gammopathy in our case. This may be the weak point of diagnosis in our case, but it is not an absolute diagnostic criterion (6, 7). Moreover, rhabdomyolysis, demyelinising neuropathy, and absence of paraproteinemia are distinctive characteristics of our case. Despite bilateral leg edema neither abdominal compartment syndrome nor an extremity compartment syndrome occurred. The presentation of this case is in accordance with Kapoor et al. (8) , who reported fatigue, presyncope, and generalized or localized pain in 88, 76, and 76% of the patients, respectively. Again, according to Kapoor et al., acute renal failure, rhabdomyolysis, and compartment syndrome were present in 57, 36, and 20% the patients, respectively. Interestingly, our case showed all these three complications together (8) .
A urinary infection may be a precipitant factor, but our case did not have any urinary symptoms or high fever. She also got worse in two hours in the emergency department. This clinical condition led to a confusion concerning diagnosis and treatment. After a series of investigations, the probability of ISCLS was sought. Intravenous immunoglobulin (IVIG) therapy was started three months later. The treatment during the acute phase consisted of rapid fluid infusion, intravenous vasopressors, and measures to maintain proper blood oxygenation. For prevention of possible future episodes, various methods of treatment have been tried. We prefer Terbutaline and Theophyline at first. These agents are bronchodilators and mainly used for Asthma Bronchiale. They are used for ISCLS as off-label agents, because they increase intracellular cyclic adenosinemonophosphate (cAMP) content and the subsequent rise of cAMP inhibits capillary leakage (5) . IVIG therapy is the other choice for ISCLS treatment. IVIG therapy might be effective in acute attacks (9) , and it is also used to prevent future attacks (3). IVIG therapy was started 4 months after the presentation. She had a new attack after 11 months with hypotension, edema, and hemoconcentration, and she was hospitalized. After 10 days she was discharged with IVIG therapy. Our patient is still in remission and we haven't seen any new attacks.
Conclusion
ISCLS is a rare and potentially fatal syndrome. Prodromal symptoms may be missed by the clinician, because the clinical picture is usually similar to a viral infection. Nevertheless, the main clinical presentation may be severe, and it may cause a missed diagnosis and therefore an inappropriate treatment. Furthermore, the presence of hypotension, hemoconcentration, and hypoalbuminemia should add ISCLS to a differential diagnosis.
